TH'S OPI NI ON WAS NOT WRI TTEN FOR PUBLI CATI ON
The opinion in support of the decision being entered today (1) was not witten for
publication in a law journal and (2) is not binding precedent of the Board.
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DECI SI ON ON APPEAL
Appel l ants seek review under 35 U.S.C. § 134 fromthe
final rejection of clains 5-7 and 11-24, all of the pending
clains. W affirm
BACKGROUND
Ni ssan Chem cal Industries, Ltd. (N ssan) and Kowa
Conmpany, Ltd. are the assignees of record for the application

on appeal (Reel 6328, frane 0835). N ssan is also the

! Attorney docket no. 49-177-OX

2 Application filed 30 Septenber 1992.
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assignee of record for the following three related patents for
phar maceuti cal conpositions known as neval onol act ones:
Fuji kawa et al., 5,011,930, issued 30 Apr. 1991 ('930);
Fuji kawa et al., 5,024,999, issued 18 June 1991 ('999);
and
Fuji kawa et al., 5,026,698, issued 25 June 1991 ('698).
Appel l ants state, and the prior art teaches, that "the

conpounds of Fujikawa et al[.]...are useful as curing agents

agai nst hyperlipidem a, hyperlipoproteinem a and
at heroscl erosi s" (Paper No. 18 (App. Br.) at 7 (enphasis in
original, citations omtted); '930 at 12:8-11; '999 at 26: 31-
34; '698 at 28:11-14).

The subject matter clainmed in the present application is
best illustrated in the sole independent claim claim11,
whi ch begins (Paper No. 8 (22 June 1993 Admt.) at 1-2):

A nmethod for inhibiting proliferation of aortic
intimal snmooth muscle cells, inhibiting mgration of
aortic medial snmooth nmuscle cells into intim, or
i nhi biting adhesi on of blood cells to endothelium
conprising admnistering to a patient in need
thereof prior to atherosclerotic intimal thickening
an effective anount of a conpound of the formula
(r):

[ Formul a om tted].
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Clainms 22, 23, and 24, which depend fromclaim1l via
claims 19, 20, and 21,2 respectively, identify conpounds for
use in the nethod as foll ows:

22. The method of claim 19, wherein said
conpound is (E)-3,5-di hydroxy-7-[4'-(4"-
fl uorophenyl)-2'-cycl opropyl -qui nolin-3"-yl]hept-6-
enoi ¢ acid, a conpound havi ng such carboxylic acid
condensed with hydroxy at the 5-position to forma
| actone, a sodiumor calciumsalt of such carboxylic
acid, or a C_, al kyl ester of such carboxylic acid.

23. The method of claim20, wherein said
conmpound is (E)-3,5-di hydroxy-7-[6"-cycl opropyl -4'-
(4"-fluorophenyl)-1', 3" -di met hyl pyrazol o[ 3, 4-

b] pyri di n-5" -yl ] hept-6-enoi c acid, a conmpound havi ng
such carboxylic acid condensed with hydroxy at the
5-position to forma lactone, a sodiumor calcium
salt of such carboxylic acid, or a C_, al kyl ester of
such carboxylic acid.

24. The method of claim?21, wherein said
conmpound is (E)-3,5-di hydroxy-7-[6"-cycl opropyl -3"-
ethyl-4"-(4"-fl uorophenyl)-2'-nethylthienof 2, 3-

b] pyridin-5' -yl ] hept-6-enoic acid, a conpound havi ng
such carboxylic acid condensed with hydroxy at the
5-position to formlactone, a sodiumor calciumsalt
of such carboxylic acid, or a C_, al kyl ester of such
carboxylic acid.

At the hearing, Appellants' counsel conceded that
conpounds of formula (1) are not new. This concession is
consi stent with our understanding that the genus of conpounds
in the clainmed nmethod includes conmpounds taught in the

Fuj i kawa patents. Specifically, conpound |-517 (Table I) of

3 These clains further imt claim1l only by further
defining the conmpound, not by addi ng additional steps.
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the '930 patent is within the subgenus of claim 22; conpound
|-1-5 (Table 9) of the '999 patent is wthin the subgenus of
claim 23; and conpound I-1-7 (Table 7) of the '698 patent is
wi thin the subgenus of claim 24.

The exam ner rejected all pending clains under 35 U S. C
8 103 as havi ng been obvious in view of each of the three

Fuj i kawa patents in conbination with Avery's Drug Treat nent

594-595 (3d ed., Trevor M Speight ed. 1987) ("Speight").
Appel l ants submtted as evidence in the record a
decl aration fromco-inventor Masaki Kitahara (Paper No. 16)

and an excerpt fromWC. Bowran & MJ. Rand, Textbook of

Phar macol ogy, Second Edition, pp. 23.61-23.62 (1980)

(" Bowman").

The clains directed to specific dose ranges and net hods
of admi nistration (clains 15-17) were not separately argued
(Paper No. 18 at 3). Nevertheless, we find that the clained
nmet hods of adm ni stration and dosages are disclosed in the
Fuji kawa patents ('930 at 12:31-33 and 52-54; '999 at 26:54-56
and 27:7-9; '698 at 28:35-37 and 56-57).

DI SCUSSI ON
To determ ne patentability under 35 U . S.C. 88 102 and

103, one nust first construe the clains. Key Pharm 1nc. v.

Hercon Labs., 161 F.3d 709, 713, 48 USPQ2d 1911, 1915 (Fed.
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Cr. 1998). W begin by construing the clains "to define the
scope and neani ng of each contested limtation." Gechter v.
Davi dson, 116 F.3d 1454, 1457, 43 USPQ2d 1030, 1032 (Fed. Gr
1997). daiml1ll has three elenents in addition to the
conmpound: three purposes for the nethod, the subject of the
met hod (a patient in need of the conmpound), and the tinme to
treat the patient (prior to atherosclerotic intinal
thickening). As noted previously, it is not contested that

t he Fuji kawa patents teach adm nistering the same conpounds at
the sane effective dose. W may presune that identica
conpounds (here in the sane effective dose) will have the sane
characteristics absent evidence to the contrary. In re
Thorpe, 777 F.2d 695, 698, 227 USPQ 964, 966 (Fed. Cir. 1985).

Pur poses of the nethod

Claim 1l recites three purposes in the alternative:

C inhibiting proliferation of aortic intinal
smoot h nmuscl e cel | s,

C inhibiting mgration of aortic nedial snooth
nmuscle cells into intinma, or

C i nhi biti ng adhesion of blood cells to
endot hel i um

In each case the purpose is to inhibit rather than

prevent the specified condition. The specification indicates



Appeal No. 94-4009 Paper No. 32
Application No. 07/953, 716 Page 6

that the conpounds nmay be used to inhibit after intinal
t hi ckeni ng or even | esions have occurred:

Accordingly, as a nore effective inhibitor on
at herosclerotic intimal thickening, a drug capable
of directly acting on such atherosclerotic |esion,
is desired. [Paper No. 1 (Spec.) at 2 (enphasis
added) . ]

The conmpound of the present invention may be [a]
potent inhibitor [of] adhesion of blood cells (such
as nonocytes, nmacrophages), to endothelial cells,
and may [] suppress the response of [the] early
phase for atherosclerotic thickening. [Paper No. 1
(Spec.) at 6 (enphasis added).]

Si nce Appellants use the sane conpounds in the sane
dosages as Fuji kawa, patients treated according to Fujikawa's
t eachi ngs woul d be expected to obtain the sane benefits.

Thus, these purposes do not--by thensel ves--distinguish the

cl ai med subject matter from Fuji kawa's nmethods. |1n re Spada,

911 F.2d 705, 708, 15 USPQd 1655, 1657 (Fed. Gir. 1990) (A
new use will not make an ol d conpound patentable). The
guestion remai ns, however, whether having one of these
purposes further limts the steps of the nethod.

Adnmini stering to a patient in need thereof

The question this phrase of claim 1l presents is what is
it that the patient is in need of? Gammuatically, the
"thereof" refers to an effective anount of the conpounds to be

adm nistered. Cf. In re Hyatt, 708 F.2d 712, 714, 218 USPQ
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195, 197 (Fed. Cir. 1983) ("A claimnust be read in accordance
with the precepts of English grammar."). As previously noted,
an effective dose of Fujikawa's conpounds is adm nistered to
patients affected with hyperchol esterol em a, hyperlipidem a,
and at herosclerosis. Thus far in the claimanalysis,
Appel l ants' patient population is the sane as, or
substantially overlapping with, Fujikawa's patient popul ation:
patients at-risk for or suffering hyperlipidema or

at heroscl erosi s.

Prior to atherosclerotic intimal thickening

To determ ne the proper neaning of clains, we first
consider the intrinsic evidence (the clains, the witten
description and drawi ngs, and the prosecution history).*

Digital Biometrics, Inc. v. ldentix, Inc., 149 F. 3d 1335,

1347, 47 USPQ2d 1418, 1424 (Fed. Cir. 1998). The ordinary
meani ng of the words "prior to atherosclerotic intinal

t hi ckeni ng" seens cl ear enough: the treatnment nmust precede at
| east sonme intimal thickening. The claimlanguage itself does
not resolve whether treatnent nust occur before any intinmal

thickening. In this regard, the specification is helpful in

4 However, even with intrinsic evidence, there is a
hi erarchy: the actual words of the claimare the controlling
focus. Odinarily, resort to extrinsic evidence should not be
necessary. |d.
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clearing up the anbiguity. As noted above, the purposes of
the claimare nmet by inhibiting further atherosclerotic
intimal thickening (Paper No. 1 (Spec.) at 2 and 6, supra).
The specification reports suppression, not prevention, of the
early phase of atherosclerotic intimal thickening (at 6). It
al so describes the conpounds as acting directly on the
at herosclerotic lesion (at 2), which appears to occur after
intimal thickening has begun (cf. Bowran at 23.61, col. 2).
During prosecution, we are obliged to construe clains as
broadly as is reasonable in view of the specification. Inre
Zletz, 893 F.2d 319, 321, 13 USPQ2d 1320, 1322 (Fed. Cr
1989). At the hearing, counsel was invited to point to a
definition in the specification of "prior to atherosclerotic
intimal thickening". He indicated that the phrase is defined
on page one of the specification. Although page one of the
specification does not define "prior to atherosclerotic
intimal thickening” with reasonable clarity, deliberateness,

and precision, cf. In re Paulsen, 30 F.3d 1475, 1480, 31

UsP2d 1671, 1674 (Fed. Cir. 1994), it does offer the
foll ow ng explanation of the initiation and progression of
intimal thickening (Paper No. 1 (Spec.) at 1-2 (enphasis

added) ) :
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As the onset nechanism the atherosclerotic
intimal thickening of coronary artery is believed to
be one of the main causes for mnyocardial infarction
and angi na pectoris. This atherosclerotic intimal
thickening is considered to be initiated by adhesion
of nonocytes or platelets to endothelial cells with
secretion of cytokines and lipid accunulation and to
be progressed by migration of [aortic nmedial snooth
nuscle cells] fromthe nmedia to the intinma and
proliferation of the snmooth nmuscle cells in the
intima and increase of extracellular matrix, due to
pat hol ogical and proliferative activation or
nodul ation of snpoth nuscle cells. These
activation[s] of the cells are pronpted by risk
factors such as hyperlipidenmia. Heretofore, it has
been reported that [3-hydroxy-3-nethylglutaryl -
coenzyme A] reductase inhibitors suppress the
at herosclerotic intimal thickening by a strong
effect to reduce serum chol esterol in an anim
model ..., but the effect in a clinical trial has
been found i nadequat e.

Not hing in the preceding quote requires treatnment before
the initiation of intiml thickening. The quoted paragraph
does, however, identify hyperlipidema as a risk factor
associated with activating smooth nuscle cell proliferation
and mgration (second underlined sentence). The paragraph
al so associates the proliferation of aortic snooth muscle
cells and their mgration into the intima with atherosclerotic
intimal thickening (first underlined sentence). W understand
the specification to teach that hyperlipi dem a, anong ot her
risk factors, may precede snooth nuscle cell proliferation and
m gration, and thus precedes atherosclerotic intinal

t hi ckeni ng.
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Appel I ants argue t hat Bowran teaches conventi onal

adm ni stration of Fujikawa's conpounds woul d not occur until

after atherosclerotic thickening occurs (Paper No. 18 at 9).

Under the broadest interpretation of claim 11, this argunent

is not relevant since Fujikawa's conmpounds can be used to

inhibit the further progression of the disease. Appellants’

ref erence, Bowman, suggests that
intimal thickening is part of the
agi ng process, in which case
treatment before any intimal

t hi ckeni ng woul d be difficult
(Bowran at 23.61, col. 2):

I n chil dhood, the
intima of the arteries that
are susceptible to
at herosclerosis in
|ater life consists
predom nantly of | oose
elastin fibres within a
honogeneous nmatri x
bet ween the | um nal
endot hel i um and t he
internal elastic | am na
(see [figure not of
record]). Wth
i ncreasi ng age, snooth
muscle cells fromthe
media enter the intina
t hrough fenestrations
in the elastic | am na
and, and the extra
cel l ul ar components of
t he connective tissue
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Fig. 23.24. Diagranmatic cross-section
through intinal |ayer of artery wall to
show stages of the devel opnent of
t heromat ous plaques. 1. Normal intins;
smooth nmuscle cells entering fromnedia
with increasing age. 2. Histol ogical
| esi on; snmooth muscle cells
proliferating; increased deposition of
fibres and perifibrous lipid. 3. Yellow
fatty streak visible fromintinal
surface; snooth nuscle cells transfornmed
to foamcells containing intracellular
lipid deposits. 4. Lipid plague with
three layers; lipid-filled cells;
degenerating cells; anorphous lipid
layer. 5. Fibrous plaque with four
layers; fibrous layer; cellular |ayer
with intracellular and extracel |l ul ar
lipid; inner anorphous lipid |ayer;
out er anorphous lipid |ayer.
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increase in thickness. At this stage, the lipid conposition
of the intima consists mainly of phospholipids (lecithins,
cephal i ns and sphingonyelins; [cited pages not of record]).
Sone chol esterol is present, but chol esterol esters are
general |y absent.

We find nothing in Bowran that shows that atherosclerotic
intimal thickening necessarily precedes other contributors to
at heroscl erosis |ike hyperlipidema or hyperchol esterol em a.
We do, however, find a reasonable suggestion that it was
conventional to delay both the devel opnent and the progression
of atherosclerosis by treating hyperchol esterol em a and
hyperli pi dem a (Bowran at 23.62, col. 2 ("Treatnent of
at heroscl erosis")).

Even if we accepted Appellants' narrower construction
that treatnent nust occur before any atherosclerotic intinmal
t hi ckeni ng had occurred, Appellants identify hyperlipidema as
a pronoter of snmooth nuscle cell activation (Paper No. 1
(Spec.) at 2). Consequently, Fujikawa's hyperlipidem a
patients would inherently be treated for atherosclerotic
intimal thickening. Note that, since the clainmed treatnent
begins prior to atherosclerotic intimal thickening, the
patients are still healthy in terns of intimal thickening.
Consequently, the clinician would have to have had sone reason

to suspect that the patient would benefit from prophylactic

treatment for intimal thickening. At the hearing, we asked
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counsel what synptons would indicate that treatnent in
accordance with the method of claim 11 would be appropriate.
He suggested a fam |y history of atherosclerosis would suggest
prophylactic treatnent. The specification also suggests that
hyperlipidem a is an indication. Fujikawa's conpounds are
useful for treating hyperlipidema. Early treatnent of

hyperli pidem a patients would at | east often (and prophylactic
treatnent of otherw se asynptomatic patients would
necessarily) occur before atherosclerotic intimal thickening.

See In re Wodruff, 919 F.2d 1575, 1578, 16 USPQ2d 1934, 1936

(Fed. Cir. 1990) ("It is a general rule that nerely
di scovering and claimng a new benefit of an old process
cannot render the process again patentable.").

After review ng the evidence of record, we find that the
nmet hod described in each Fuji kawa patent anticipates claim 11.
This finding is not a new ground of rejection because
anticipation is the epitone of obviousness, so the subject
matter of anticipated clains is necessarily obvious. Paulsen,

30 F.3d at 1481, 31 USPQ2d at 1675; In re Baxter Travenol

Labs., 952 F.2d 388, 391, 21 USPQ2d 1281, 1285 (Fed. G r
1991)).
Clainms 12-14 are directed to therapeutic benefits that we

found to be inherent in the early use of Fujikawa's conpounds.
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Clainms 22-24 recite specific conpounds that we found to be
specifically identified in the Fujikawa patents.

Unexpected results are not germane to an antici patory
di scl osure since the clained subject matter is old in the art.
Kitahara's declaration cannot nmake an old invention new V¢ note,
however, that Kitahara' s declaration is not effective for its
i nt ended purpose. "[When unexpected results are used as
evi dence of nonobvi ousness, the results nust be shown to be
unexpected conpared to with the closest prior art." Baxter
Travenol, 952 F.2d at 392, 21 USPQ2d at 1285. Kitahara
provi des results conparing Pravastatin and Cinofibrate, both
apparently unrel ated conpounds (see the figures in Paper No. 1
(Spec.) at 51 and Paper No. 16 at 2), with Test Conpound 1
(see Paper No. 1 (Spec.) at 51). The closest related conpound
in the prior art is the last -2 conpound in Table 1 of the
' 930 Fuji kawa patent (11:65), where the carboxyl group has
condensed with the 5-hydroxy to forma | actone (see Fuji kawa
' 930, 12:14-17, teaching adm nistration in the lactone form.
The evi dence of record indicates that a conparison with the
cl osest prior art conpound, Fujikawa '930 1-2, which is
identical to Test Conpound 1, woul d have reveal ed no
difference at all. Just as unexpected beneficial results

support unobvi ousness, expected beneficial results suggest
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obvi ousness. In re Skoll, 523 F.2d 1392, 1397, 187 USPQ 481

484 (CCPA 1975). Recognition of an inherent property is not a
basis for rebutting a prima facie finding of obviousness.

Baxter Travenol Labs., 952 F.2d at 392, 21 USPQ2d at 1285.

Al ternatively, the preponderance of the evidence of
record supports a concl usion of obviousness for claim11.
Spei ght provides notivation for early preventative treatnent
of at-risk patients with appropriate drug treatnent (p. 594,
§ 3.1.3). High plasma |lipid levels are a risk factor (id.).
Fuj i kawa' s conmpounds are conceded to be useful in treating
hyperli pi dem a (Paper No. 18 at 7). Thus, a person having
ordinary skill in the art would have been notivated to treat
at-risk patients for hyperlipidema early to prevent the
devel opment of atherosclerosis. Treating patients early for
hyperli pidem a i nherently inhibits intimal thickening.

DECI SI ON
W affirmthe rejection of clains 5-7 and 11-24, all of

the pending clainms. The period for taking any subsequent
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action in connection with this appeal will be extended only
under the limted circunstances provided in 37 CFR § 1. 136(Db).
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Judge
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